Peripheral inflammation alters AMPA receptor (AMPAR) subunit trafficking and increases AMPAR Ca 2+ permeability at synapses of spinal dorsal horn neurons. However, it is unclear whether AMPAR trafficking at extrasynaptic sites of these neurons also changes under persistent inflammatory pain conditions. Using patch-clamp recording combined with Ca 2+ imaging and cobalt staining, we found that, under normal conditions, an extrasynaptic pool of AMPARs in rat substantia gelatinosa (SG) neurons of spinal dorsal horn predominantly consists of GluR2-containing Ca 2+ -impermeable receptors. Maintenance of complete ] i transients in SG neurons, while, as we previously showed, the amplitude of synaptically evoked AMPAR-mediated currents was not changed 24 h after CFA. These findings indicate that extrasynaptic AMPARs are upregulated and their Ca 2+ permeability increases dramatically. This increase occurred in SG neurons characterized by intrinsic tonic firing properties, but not in those exhibited strong adaptation. This increase was also accompanied by an inward rectification of AMPA-induced currents and enhancement of sensitivity to a highly selective Ca 2+ -permeable AMPAR blocker, IEM-1460. Electron microcopy and biochemical assays additionally showed an increase in the amount of GluR1 at extrasynaptic membranes in dorsal horn neurons 24 h post-CFA. Taken together, our findings indicate that CFA-induced inflammation increases functional expression and proportion of extrasynaptic GluR1-containing Ca 2+ -permeable AMPARs in tonically firing excitatory dorsal horn neurons, suggesting that the altered extrasynaptic AMPAR trafficking might participate in the maintenance of persistent inflammatory pain.
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Introduction
a-Amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid receptors (AMPARs) mediate fast excitatory transmission and play a critical role in synaptic plasticity in the central nervous system. AMPARs are present in multiple locations throughout neurons, including the extrasynaptic plasma membrane, where they have been identified within spines, dendrites, and somata. Numerous in vitro and in vivo studies have shown clearly that extrasynaptic AMPARs are highly mobile at the plasma membrane [8, 38] . They rapidly move between the plasma membrane and intracellular compartments by exocytosis and endocytosis and can migrate laterally to and from synaptic sites [7, 15, 16] . Such receptor trafficking alters the number of synaptic AMPARs and might participate in synaptic plasticity under different cell conditions [8, 13, 44, 47] . Extrasynaptic AMPARs can also contribute to glutamatemediated signaling at nonsynaptic locations by responding to glutamate spillover or glial glutamate release [2, 30, 56] . Although it has been shown definitively that AMPARs are critically involved in activity-dependent changes of nociceptive inputs [23, 28, 41, 54] 
